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— - i irnPYRANOSYLOXYPYRAZOLE DERIVATIVES, MEDICINAL COMPOSITIONS 
(54) £XS^ IN THE PRODUCTION THEREOF 



(57) The present invention relates to glucopyrano- 
syloxypyrazole derivatives represented by the general 
formula: 




while the other represents a lower alkyl group or a halo 
(lower alkyl) group; and R 2 represents a hydrogen atom : 
a lower alkyl group, a lower alkoxy group, a lower 
alkylthio group, a halo(lower alkyl) group or a halogen 
atom, or pharmaceutically acceptable salts thereof, 
which have an inhibitory activity on human SGLT2 and 
are useful as agents for the prevention or treatment of 
diabetes, diabetic complications or obesity, and to phar- 
maceutical compositions comprising the same and in- 
termediates thereof. 
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wherein R 1 represents a hydrogen atom or a lower alkyl 
group; one of Q 1 andT 1 represents a group represented 
by the general formula: 

H(T Y"*OH 
OH 
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Description 
Technical Field 



of. 

Background Art 

Hence, diet and exercise therap.es are performed on patiente ^ B iguanides, sulfonylureas and insulin 

continuousperformanceare difficult, drug treatment^ 

sensitivity enhancers have been employed as When using insulin sensitivity en- 

« casionalV adverse effects such as lact,c acldos * and" s also concerned in advancing obesity. 

rx e Tor^ 

Si, .nrecentyears.d e v r mentof : w S — ^^^^S^^^ 
20 glucose excretion and lower blood glucose level by P™™*J (Na+/g , UC ose cotransporter 2) is present 
Lest, Vol.79, pp.1510-1515 (1987)). In D 3^^Tn?BabLptlon of glucose filtrated through 

,n the 81 segment of the Z^T^Z^^ * *™ SGLT2 activity prevents rea- 

glomerular(J. Clin. Invest., Vol.93, pp.397-404 n«a*jj. « ecu » , se tnougn the urine, and 

'sorption of excess glucose at the kidney, subsequently f^^^SSZlS^ which have a potent inhibitory 
25 normalizes blood glucose level. Therefore, ™.*"«^ n ^ 

also expected to have a preventing or alleviating effect on , 0 bes,ty d ^ amount of excreted 

(1996)). 

Disclosure of the Invention 
ss 10005, Thepre^ntinvention^ 




R 



« wherein R1 represents a hydrogen atom or a lower alkyl group; one 
the formula: 



OH 



of Q 1 and V represents a group represented by 
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a glucopyranosyloxypyrazole derivative represented by the general formula: 




wherein R 1 represents a hydrogen atom or 
the formula: 



a lower alkyl group; one of Q 1 and V represents a group represented by 



ho ^ 0 i°~ 



general formula: 




(VII) 



whereinR^ represents a hydrogen atom or a lower alky. group ^^^^SS^^^ 




wherein represents a lower alky, group, a.oweralkoxy group, a lower alkylthio group, a halo(.ower alky.) group or 
a halogen atom; and H* represents a lower alkyl group, or a salt thereof. 

Best Mode tor Carrying Out the Invention 

toco., ^^^^^r^ a ,'^^l^^^£^^'> 

i»oT n Th a Is, ,he p««« invomion r.«,s ,o a ^cpyranosyloxypyrazo,. <— e rapresen,,*, b» toe gonera, 
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wherein R1 represents a hydrogen atom or a .ower alky, group; one of Q 1 and Ti represents a group represented by 
the formula: 

HO vV 'Y'''OH 
OH 

wn.atheomarr^naa^ra^poraha^ 

group, an is.propo*y group, a Mo*, group, en *^<£»< » g™p S an! in. , «™ 
group, an Isopontytox, group, a ""P^tl™* "^JWJ 1 ^ 11 ,, 6 P carbon atoms 8Uetl as a 

a Jou.y.„» group, a ^MyKnio group a P-^»^» ^^a ^0*0 aS chtorin.V a 

by different or same 1 to 3 halogen atoms as defined above^ hrflnrhed atkv | ar oup having 1 to 3 carbon 

[0012] For example, the compounds represented by the above general rormu.a w o. h 
prepared according to the following procedure: 
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*-0-\ 

(II) 



process 1 
f^COCHzCpOR* R 8 - 



OCHzCOOl 
(III) 



~W~"VcOOH» 
(IV) 



DJUwtobcoao- 



NH a NH 2 



R»-X (VI) 




Pr<?<?9gs 4, 

Hydrolyoio 



(VII) 



R 3 - 
(V) 



(I) 



above. 
Process 1 



r0014] A pyrazolone derivative represented by the above general formula (V) can be prepared by condmJng > 
h ZETS. r.a«ion wnprttu* Is u 8 ual„ from room •=^» reB 1 re ""«'7 P ^™ d ^^ 
converting into a salt thereof in usual way. 



[0015J 



i*\ |n case of pyrazolone derivatives represented by the above general formula (V) wherein R3 is a 

==^/^^ 

room temperature to refiux temperature, and the reaction time is ^^^'J^^^. 
starting material, solvent and reaction temperature used. As the solvent used in the ^^^Th^. 
Litrile N N-dimethylformamide, tetrohydrofuran, a mixed solvent thereof and the like can be illustrated The re 
ac 0 temptt^e is usually from room terperatureto reflux temperature, and the reaction time ,s usually from 1 
hour to 1 day, depending on the starting material, solvent and reaction temperature used. 
(2) in the case of pyrazolone derivatives represented by the above general formula (V) where.n R3 is a halo(lower 
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a,M)group,aco r res^^ 
Jecdngaconwnd.* 

acetobromo-a-D-glucose in the presence of a base sucn as ' P 0 ^'" he above enera) formu | a (VI) 

the resulting compound to N-alkylation using an al^ g ^ i0n de J nds . As the solvent 

in the presence of a base such as potassium carbonate , a inert illustrated. The reaction tern- 
used in the glycosidation reaction, acetonrtnle, etrohyd ^ a ^^^ }a usually fr0 m 1 hour to 1 
perature is usually from room temperature to reflux ^^^^^ As tne solvent used in the N- 
Say, depending on the starting material -^^^ZT!^^^^^^ 
alkylate reaction , acetonitrile, N.N-d.methylformamde ^^2eTZu^ temperature, and the reaction 

[0016, Theobtainedcompoundsrepresentedby^^^^ 
converting into a salt thereof in a usual way. 

Process 4 

[0017, Ac^poundWoftnep^^ 

genera, formula (VII) to ^^^.tuSSS ^m^SS^SL hydroxide, sodium ethoxide 
water, a mixed solvent thereof and the like can be illustrated, ana as ine o temperature, and the reaction 

and tne like can be i.lustrated. The reaction ^^^Z^S Z^Z^e^Xureu^. 

tower alkyl group can be prepared according to the following procedure: 

J „ Am \=/W 



»~ Q^N 

R 5 

(lb) 



(la) 

wherein Qi, R* R 5 . Ti and X have the same meanings as defined above. 
Process 5 

[0 01 9] A compound represented bj , the ^^ZT^^^^^ 
subjecting a compound represented by the above genera <J» ° p of a base such as potassium 

an N-a.ky.ating agent represented by the above ^^^J^JSi^Z^ an inert solvent. As the inert 

and reaction temperature used. thereof which are used in the afore- 

[0020, T^poundsrepre^^ 

three taotomers, depending on Ihe change of reaction conditions: 
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(V) 



wherein R 2 and R* have the same meanings as ^^ l ^^^^^J^'^|^^]^^^5^8^re wmpo'^^'u^^*^ 
,„rmula (V) and sate thereol which are used ,n *^^^^7mjLm Invention. In.ne compounds 
Intermediate ofoon^ndsrepre^ 

represented b, the above ^chained o, breached alky, group having 

&or=^ 

ventioncan be converted into their phar^^^^ 

acid addition safts with minerai acids such as ^^^22^ as fo rmic acid, acetic acid, methanesul- 
acid, phosphoric acid and the like, acd citr c acid, succinic acid, tartaric acid, fumaric 

fonicacid, benzenesulfonicacid ^JJTSSS S acid, carbonic acid, glutamic acid, aspartic 

acid, butyric acid, oxalrc acd, malonic acid male« ac.* laac , ^ ^ ^ 

ssr s^^s^^^ 1 ^ u pre8M mvenM " ,nauae meir ,he " 

aolveiewUhplrerrnaoeuticallyac^lesel^ 

[00251 Thecompouhds represeraedbvtheabOTegeneremnriul^ B« " „, ol a , BbeteSi aab s«c 

activity on human SGLT2 and are extremely us efu as agenu htnSor? eflect on human SGLT2 activity, 
, complications, obesity end the like. For example, m ^^^^Z^SBLTi. On the ether hand, since 

^rreX^ T f:=co rr 
. bsir^ri~ 

formulating the mixture in the conventional manner employed in practical treatment, the 

[0028] When the pharmaceutical compos.tions of the presen '^lon. * J ut j^y acceptable salt thereof as 
dosaje of a compound represented by the above genera, formula (J or pha^ac *-y ^ rf and 
the active ingredient is appropriate deeded dep^ng on the age sex^ body g ^ ^ h 

55 treatment of each patient, which is approx.mately ^^^^ 0 0, to 300mg per day per adult human in 
l^of^ 



suitably. 
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Examples 

pies and Test Example. However, the present in.entton is not Unwed thereto. 

5 

Example 1 

,o.n i h Y Hrn- M ^-i S oDropoxvphp nvhmethvll-5-methyl-3.H-pvr aZ ol-3-one 

10 [0 030, To a solution of 4-isopropoxyo^ 
0.28mL) and methanesuttony, chloride (O.iemL^ 

resulting insoluble materia, was removed by fltrat, an / me t ny 7 acetoacetate (0.20mL) in 
in tetrahydrofuran was added to a suspension of sod um ' <^JJ^ reaction Y mixture was poured into a 

1 ,2-dimethoxyethane (10mL), and the ^re was ^ a 80 C ovem^ht ^The ^ ^ 

« saturated aqueous sodium hydrogen carbonate , olution ^S^SSl sulfate. The solvent was removed 

Example 2 

l2-Dihvdro-5-methYl-4-^- P ropvipheP V t) ma th Y l1-3H- P vrazol-3-one 

l0 031, The title compound was prepared in a simiiar manner to that described in Exampie 1 using 4- P ropy.benzy, 
alcohol instead of 4-isopropoxybenzyl alcohol. 

Example 3 

35 1 2-Dihvdro-4-[(4- i S obut ylDhenvnme th Y ll-5-methvl-3H-pvrazol-3-one 

[0 032, Thetniecompoundwaspreparedinasimi.armannertothatdescribedinExamp.e1us-, 
alcohol instead of 4-isopropoxybenzyl alcohol. 

Example 4 

^ 9 ,nih Ydro-5-methvl-4-r(4-p r O poxvDhenv0m ^hYtl-3H- D vrazol-3-one 

45 [00331 Thet.ecompoundwaspreparedinasim^^ 
alcohol instead of 4-isopropoxybenzyl alcohol. 

so (2H, m) 
Example 5 

A-f^-Rhoxy phenvnmethyll -l^-dihvdro-S-methyl-SH-pyrazol-S-one 
" [0034, Thet.ecompoundwaspreparedinasimi.armannertothatdescribedinExamp.e1 using 4-ethoxybenzy. 
alcohol instead of 4-isopropoxybenzyl alcohol. 
1 H-NMR (500MHz, DMSO-dg) 6 ppm: 
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1 .20-1 .35 (3H, m), 1 .98 (3H, s), 3.46 (2H, s), 3.85-4.05 (2H, m). 6.70-6.85 (2H, m), 6.95-7.10 (2H, m) 
Example 6 

1.2- Dihvdro-5-methvl-4-r(4-trifluoromethvlphenyl)m e thyn-3H-i)vrazol-3-one 

[0 035] Thetit>ecompoundwaspreparedinasimi«^ 
benzyl alcohol instead of 4-isopropoxybenzyl alcohol. 
1H-NMR (500MHz, DMSO-dg) 8 ppm: 

2.02 (3H, s), 3.64 (2H, s), 7.30-7.45 (2H, m), 7.55-7.70 (2H, m) 
Example 7 

4- f(4-te/t-ButYlphenvnmethvll- 1.2-dihvdro-5-methvl-3H-pyrazol-3-one 

[0036] Thetitlecompoundwaspreparedinasim»^ 
alcohol instead of 4-isopropoxybenzyl alcohol. 
1 H-NMR (500MHz, DMSO-dg) S ppm: 

1 .24 (9H, s), 2.01 (3H. s), 3.49 (2H, s), 7.00-7.15 (2H, m). 7.15-7.30 (2H, m) 
Example 8 



d-ff4-Butox Yphenvl)methyl1-1.2-dihvdro-5-m eth Y l-3H-pvrazol-3-one 
25 [0037, Thetft.ecompoundwasprepared.nasim1.armannertothatdescnbed.nExamp.e1 using 4-butoxybenzy, 
alcohol instead of 4-isopropoxybenzyl alcohol. 

2f2KSSS£ttEZ«. -*•<•» m * i - **■ * 38 °- 3S5 <*■ 

(2H,m), 6.95-7.10 (2H, m) 

30 

Example 9 

1 ?.nih Y riro-5-methvl-4-r(4-methvlthioph e nyl)methvn-3H-pyrazol-3-one 
as [0038, The tit.e compound was prepared in a similar manner to that described in Example 1 using 4-(methylthio) 
benzyl alcohol instead of 4-isopropoxybenzyl alcohol. 
1 H-NMR (500MHz. DMSO-d 6 ) 5 ppm: 
1 .99 (3H, s), 2.42 (3H, s), 3.50 (2H, s), 7.05-7.20 (4H, m) 

40 Example 1 0 

fi-Fth yl-1.2-dihvdro-4-[(4-methvlthiophen yl)m e th Y ll-3H-Pvrazol-3-one 

tate. 

so Example 11 

i p-nih ydro-4-r(4-isopropylphenvnmethyl1-^ -nn^hy|.3H-Pvrazol-3-one 

[0040, To a suspension of sodium hydride (60%, 40mg) in 1 ,2-dimethoxyethane (ImL) ™ -*£^2£ 
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££££ r^"^ e ;%di^A-oprop y ,p,.n,, m .«*™ myl -3 ft p»ra 2 o l ^n e 
(0.1 2g). 

Example 12 

4-f(4-EthvlphenYl)methvn-1.2-di hydro-5-methvl-3H-pyrazol-3-one 

l0 041] The title compound was prepared in a similar manner to that described in Example 11 using 4-ethy.benzy. 
chloride instead of 4-isopropylbenzyl chloride. 

Example 13 

1.2-Dihvdro-5-methvl-4-r(4-met hYlphenvnmethyll-3H-pyrazol-3-one 

[0042] Thetrtlecompoundwaspreparedinasimilarmannertothatdescribedin ExampleH using 4-methylbenzyl 

bromide instead of 4-isopropylbenzyl chloride. 

1H-NMR (500MHz, DMSO-de) 8 ppm: 

1 .98 (3H, s), 2.23 (3H, s), 3.48 (2H, s), 6.95-7.10 (4H, m) 

Reference Example 1 

4-Benzvl-1,2-dihvdro-5-trifluoromethyl-3H -pvrazol-3-one 

[0043, ThetitlecompoundwaspreparedinasimilarmannertothatdescribedinEx^ 

etoacetate instead of methyl acetoacetate and using benzyl brom.de .nstead of 4- IS opro P ylbenzyl chlonde. 

1 H-NMR (500MHz. DMSO-d 6 ) 8 ppm: 

3.73 (2H, s), 7.05-7.35 (5H, m), 12.50-13.10 (1H, brs) 

Example 14 

1,2-Dihvdro-4-f(4-methoxvphen V l)methvll-5-methvl-3H-pvrazol -3-one 

[0044] The title compound was prepared in a simiiar manner to that described In Example 1 1 using 4-methoxybenzyl 
bromide instead of 4-isopropylbenzyl chloride. 
1 H-NMR (500MHz, DMSO-de) S ppm: 

1 .99 (3H, S), 3.47 (2H, s), 3.69 (3H, S), 6.75-6.85 (2H, m), 7.00-7.10 (2H, m), 8.70-11 .70 (2H. br) 
Reference Example 2 

4-Benz Yl-1.2-dihydro-5-methvl-3H-pyrazol-3-one 

[0045] The title compound was prepared in a similar manner to that described in Example 1 1 using benzyl bromide 
instead of 4-isopropylbenzyl chloride. 
> 1H-NMR (500MHz, DMSO-d 6 ) 8 ppm: 

2.00 (3H, S), 3.54 (2H, s), 7.05-7.30 (5H, s) 

Example 15 

; 4 i (4 JS o P ro^^ 
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^(23A6^to«cotyt^luc»pyran(»yloxy)-Wpyra2ole(42 n .9) 
5 1H-NMB (500MH1, CDCy 5 ppm. H , 3 45.3.55 (2H , m) , 3.BO-3.9O (1H, 

^^^^^^^^^^^^^^ 
m)'. 6.70-6.80 (2H, m), 6.95-7.05 (2H, m) 

10 Example 16 

1 M, 1 ff1 etob^^ ^ 

thyl-3H-pyrazol-3-one. 

1H-NMR (500MHz, CDCI 3 ) 6 ppm: n o nH s n 2 05 (3H s) 2.10 (3H. s), 2.45-2.55 

20 £ I, j2: 9 , 12.4Hz), 5.15-5.35 (3H, m), 5.50-5.60 (1H, m), 7.00-7.20 (4H. m) 



Example 17 



thyl-3H-pyrazol-3-one. 

S H dd J=40 12.% '5 15-5.35 (3H, m), 5.50-5.60 (1H, m), 6.95-7.10 (4H, m) 
Example 1 8 

..M»thv.-4-r t 4.propo^^^ 
thyl-3H-pyrazol-3-one. 

5.15-5.35 (3H, m). 5.50-5.60 (1H, m), 6.70-6.80 (2H, m), 6.95-7.10 (2H, m) 
Example 19 

' 

3H-pyrazol-3-one. 

1H-NMR (500MHz, CDCI 3 ) 5 ppm: 3 (1H d j =15 .8Hz), 3.59 

1.38(3H,t,J=7.0Hz), 1.89 (3H, s), 2.01 (3H, s). 2.03 <3H, s) 2 06 3H »>• £1° <^ \ (1H , dd. J=4.0, 12.4), 
5 (1H, d, J=15.8Hz), 3.80-3.90 (1H, m), 3.98 (2H, q, J=7.0Hz) 4.13 (IH.^ d J-2.3, 1&4Hz). 4.31 ( 
5 15-5 30 (3H, m), 5.50-5.60 (1H, m). 6.70-6.80 (2H, m), 6.95-7.10 (2H, m) 
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Example 20 



g Mgthflgjg 3 * R .r.tr a -0- a ceWl-B-D- n»nc OD v ra nosvlaxv)^-t(4-trifluoromethYlphen Y l)methYll-1 H-pyrazole 
5-methyl-3H-pyrazol-3-one. 

7.20-7.30 (2H, m), 7.45-7.55 (2H, m) 
Example 21 

T00521 The title compound was prepared in a similar manner to that described in Example 1 5 using M^WjuJ 
thyl-3H-pyrazol-3-one. 

(1H, m), 7.00-7.10 (2H, m), 7.20-7.30 (2H, m) 
25 Example 22 

4 J i4gutoxx^ ^ 

3H-pyrazol-3-one. 

Example 23 
5-Mgt ^ 

5-methyl-3H-pyrazol-3-one. 



7.10-7.20 (2H, m), 8.65-8.85 (1H, brs) 



Example 24 

^Eth^Ajngt^^ 

roossi The title compound was prepared in a similar manner to that described in Example 15 usi ng 5-ethyl-1 1 ,2-dl- 



thyl-3H-pyrazol-3-one. 
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7.00-7.10 (2H, m), 7.10-7.20 (2H, m), 8.80-9.20 (1H, brs) ' 

Example 25 

4j( 4Jsop I p^^ 

ro0561 The title compound was prepared in a similar manner to that described in Example 1 5 using 1 
5-methyl-3H-pyrazol-3-one. 

d J=15 8Hz), 3.63 (1H. d, J=15.8Hz), 3.80-3.90 (1H, m), 4.05-4.20 (1H. m), 4.31 (1H, dd, J=4.0, 12.4Hz), 5.15-5.35 
(3H, m), 5.50-5.60 (1H, m), 7.00-7.15 (4H, m), 8.70-9.30 (1H, brs) 



^4-MethvKhio P hen Y l)methvn-3-(2.3^ 

[00571 To a solution of 1 , 2 -dihydro-4-[(4-methylthioph S2f™ 
So" rile dOOmL) were added acetobromo-a-D-glucose (3.1g) and potassium carbonate (1 1g). and the ™rture was 

mMhyl]*(2 3 4,6.tetra-o.acely|.^D-gl«^ 

5.15-5.65 (4H, m), 7.00-7.20 (4H, m) 
Example 27 

4-Benzvl-3-(2,3.4.6-tetra-0-acetYl-B-D-alucopvran osvloxvV5-trifluorometh Y l-1H-pyrazole 

ro0581 The title compound was prepared in a similar manner to that described in Example 26 using 1 4-benzyM 2-di- 
hydro ^m^S^rJJone instead of 1 ^-dihydro^-^-methylthiophenyDmethyll-S-tnfluoromethyl^^ 
pyrazol-3-one. 

(5H, m) 
Example 28 

4-f(4-Methoxvphen V nmethvn-3-(2,3,4 .6-tetra-aacetvl- P -D-qlucopyr a no SY lox y) -5-trifluo r omethyl-1H-pyrazole 

rooBQl The title compound was prepared in a similar manner to that described in Example 26 using 1 ,2-dihydro- 

instead of 1,2-dihydro-4- [ (4-me t hylth,o P heny,)me- 

thyl]-5-trifluoromethyl-3H-pyrazol-3-one. 

m), 5.10-5.45 (4H, m), 6.75-6.85 (2H, m). 7.00-7.15 (2H, m) 
Example 29 

4- f(4-Methoxyph B nvnmethvn-5-methvl-3-(2.3.4.6-tetra-0-acet y l- ^ D- 9luc opyranosyloxy)-1H-pyrazoie 

r00601 The title compound was prepared in a similar manner to that described in Example 1 5 using 1 
S^^^O^^^Py^^" 8 inStead ° f l^-dihydro^-isopropoxyphenyOmethyl]- 

5- methyl-3H-pyrazol-3-one. 
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7.00-7.10 (2H,m) 
Example 30 

4-Benzvl-S-methYl-3-(2.3.4.6-tetr a -0-acetvl-&-D-q lucoDvranosvloxy)-1H-pyrazole 

[0061] The title compound was prepared in a similar manner to that described in E ^^?J2S252" 
hydro-5-m e thyl-3H-pyrazol-3-one instead of 1,2-dih y dro-4-[(4-isopropoxyphen y i)meth y i]-5-meth y i-3H-pyrazol 3 one. 

7.05-7.30 (5H, m), 8.75-9.55 (1H, brs) 
Example 31 

4^4-NMhoxyphenvnmethvll-1.5-dim e ^ 
[0062] A suspension of W*****^^ 

1 H-ovrazole <18mg) potassium carbonate (14mg) and iodomethane (4.7mg) in acetonrtnle (2mL) was stirred at 75 C 
oveS The reaction Sure was filtered through celrte®, and the solvent of the filtrate was removed under reduced 
Zf^lTZriM by preparative thin layer chromatography (developing solvent: benzene/acetone « 

(4mg). 

OH J-K»PH ^i^1^.4»(lkdd.J^1J2^6. 1 M»(aH. l ri).6^a0(1H.,*e.7M* 
(2H,m), 7.00-7.10 (2H,m) 

Example 32 

[0063] A suspension of ^-metvlthiophenyl^^ 

ZliL 1 H nvrazole (30mq) potassium carbonate (8.0mg) and iodomethane (8.2mg) in tetrah y drofuran (1mL) was 

underreduced pressure The residue was purified b y preparative thin la y erchromatograph y (developing solvent, d.chlo 
ToT^eZ^ - 5/D to 9- 1-Lth y ,-4- [( 4-m e th y .thio P hen y .)meth y l]-3-(2 l 3,4,6-tetra-C>acet y l-p-D-glucop- 
y ranosyloxy)-5-trifluoromethylp y razole (1 3mg). 

1H-NMR (500MHz : CDCl 3 ) 5 ppm: ... . 4 2g 

1 89 (3H s) 2.02 (3H, s), 2.04 (3H, s), 2.07 (3H, s), 2.44 (3H, s), 3.65-3.95 (6H, m), 4.14 (1 H, dd, J-2.3, 12.4Hz), 4.29 
(1H, dd, J=4.3, 12.4Hz), 5.15-5.35 (3H, m), 5.50-5.65 (1H, m), 7.00-7.20 (4H, m) 

Example 33 

1-Ethvl-4-r(4-methy .thi Q phenv^^ 

[0064] The title compound was prepared in a similar manner to that described in Example 32 using iodoethane 
instead of iodomethane. 

m), 4 05-4.20 (3H, m), 4.27 (1H, dd, J=4.5, 12.4Hz), 5.10-5.35(3H, m), 5.55-5.65 (1H, m), 7.00-7.10 (2H, m), 7.10 7.20 
(2H, m) 
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Example 34 

[0065] The title compound was prepared in a similar manner to that described in Example 32 using iodopropane 
instead of iodomethane. 

m), 5.55-5.65 (1H, m), 7.00-7.10 (2H, m), 7.10-7.20 (2H, m) 



Example 35 

^./p.n- P; i, l n 0 p yranosvloxv)-4-[f4-iso P ropoxvph e n vn meth Yll-5-m ethYl-1H 1J Yrazole 

2» y, a nosyloxyHK(4.is()prop<>i<yph 8 nyl)ir,ett.yl]-5-mGmvl.1H-pyrazote (39mg). 

STSSX), 3,5-3.45 ,4H. *. 3.55-3.75 <3H. 3.75^.90 «1H, 4.45-4.50 „„. «. 
5.00-5.10 (1H, m), 6.70-6.80 (2H, m), 7.00-7.15 (2H, m) 

25 Example 36 

^- /p-n-GlucoDvranosvloxY)-5-methvl-4-r(4 -DroDvlphenvn-methvll-1H-pyrazole 

methyl]-5-methyl-3-(2,3,4,6-tetra-0-acetyl-p-D-glucopyranosyloxy)-1H-pyrazole. 
(1H, d, J=11 .9Hz), 5.00-5.10 (1H, m), 7.00-7.15 (4H, m) 

35 

Example 37 

^- (H-n-Rluco D vranosvloxvV4-r(4-isobutvlp h e n V nmethvn-5-methvl-1H-pyrazole 
40 r0068] The title compound was prepared in a similar manner to that described in Example 35 usi ng |4W*£u£ 

P**W«m^ 2 41 (2H d J=7 1Hz). 

1H-NMR (500MHz, CD 3 OD) 8 ppm: 0.87 (6H, d, J=6.6Hz), 1.70-1.90 (1H m), 2.04 (3H, s), 2.41 (2H, d, f.^Z). 

3.25-3.45 (4H, m), 3.55-3.90 (4H, m), 5.00-5.10 (1H, m). 6.95-7.15 (4H, m) 

45 

Example 38 

3-(p-D-Glucopvranosvloxv)-5-methyl-4-[ f4-propoxvphenvl)-methyll-1H-pyrazole 

Lthyll-5-methyl-3-<2,3.4,6-te^^ 
55 (1H, m), 6.70-6.85 (2H, m), 7.05-7.15 (2H, m) 
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Example 39 

4-f(4-Ethoxvphenvl)methvll-3-(&-D-glucopvranosylox v>5-methyl-1H-pyrazole 

[00701 The title compound was prepared in a similar manner to that described in Example 35 using 4-[(4-ethoxyphe- 
nyl)-methyl]-5-methyl-3-(2,3,4,6-tetra-0-acetyl-p-D-glucopyranosyloxy)-1 H-pyrazole instead of 4-[(4-isopropoxyphe- 
nyl)methyl]-5-methyl-3-(2,3,4 i 6-tetra-0-acetyl-p-D-glucopyranosyloxy)-1H-pyrazole. 

1 H-NMR (500MHz, CD 3 OD) 6 ppm: , , 

1.34 (3H, t, J=7.0Hz), 2.05 (3H, s), 3.25-3.45 (4H, m), 3.60-3.75 (3H, m), 3.80-3.90 (1H, m), 3.97 (2H, q, J=7.0Hz), 

5.00-5.10 (1H, m), 6.70-6.85 (2H, m), 7.05-7.15 (2H, m) 

Example 40 

3-(B-D-GlucopvranosvloxvV5-methvl-4-r(4-tiifluoromethvlphenvl)methy ll-1H-pyrazole 

[0071] The title compound was prepared in a similar manner to that described in Example 35 using 5-methyl- 

3- (2 3 4 6 -tetra-0-acetyl-B-D-glucopyranosyloxy)-4-[(4-trifluoromethylphenyl)methyll-1 H-pyrazole instead of 4-[(4-iso- 
propoxyphenyl)methyn-5-metJ 1 yl-3-(2 ; 3,4,6-tetra-<>acetyl-p-D-glucopyranosyloxy)-1H-pyrazole. 

ZOB ^H, ( s) 0< 3 M 20 Z 3.40 (SSm^SeV (1H,dd, J=5.0, 11 .9Hz), 3.75-3.90 (3H, m), 5.00-5.10 (1H, m), 7.30-7.45 (2H, m), 
7.45-7.60 (2H, m) 

Example 41 

4- f(4-ferT-Butvlphenyl)methyl1-3-(P-D-glucopyranosvloxv)-5-m ethvl-1 H-pyrazole 

[0072] The title compound was prepared in a similar manner to that described in Example 35 using 4-[(4-fert-butyl- 
phenyl)-methyl]-5-methyl-3-(2,3 > 4,6-tetra-0-acetyl-f3-D-glucopyranosyloxy)-1 H-pyrazole instead of 4-[(4-isopropoxy- 
phenyl)methyl]-5-methyl-3-(2,3,4,6-tetra-0-acetyl-p-D-glucopyranosyloxy)-1H-pyrazole. 
1 H-NMR (500MHz, CD 3 OD) 8 ppm: 

1 .28 (9H, s), 2.06 (3H, s), 3.25-3.45 (4H, m), 3.60-3.90 (4H, m), 5.00-5.10 (1 H, m), 7.05-7.15 (2H, m), 7.20-7.30 (2H, m) 
Example 42 

4- [(4-Butoxvphenvl)methyll-3-(g-D-glucopyranosyloxvV5-methyl -1 H-pyrazole 

[0073] The title compound was prepared in a similar manner to that described in Example 35 using 4-[(4-butoxyphe- 
nyl)-methyl]-5-methyl-3-(2,3,4,6-tetra-0-acetyl-p-D-glucopyranosyloxy)-1 H-pyrazole instead of 4-[(4-isopropoxyphe- 
nyl)methyl]-5-methyl-3-(2,3,4.6-tetra-0-acetyl-p-D-glucopyranosyloxy)-1H-pyrazole. 

097 (3H TSZSXStSw m ). , .65-1.80 , 2 H. m) , 2.05 ,5H, .). 3.30-5.45 (4H, m ), 3.30-3.75 ( 3H. m. 3.63 
(1H, d, J=12.0Hz), 3.91 (2H, t J=6.4Hz), 5.00-5.10 (1H, m), 6.70-6.85 (2H, m), 7.05-7.15 (2H, m) 

Example 43 

3- (B-D-Glucopvranosyloxv)-5-methyl-4-r(4-methylthiophenvl)me thvll-1 H-pyrazole 

[0074] The title compound was prepared in a similar manner to that described in Example 35 using 5-methyl- 

4- [(4-methylthiophenyl)methyl)-3-(2,3,4,6-tetra-0-acetyl-p-D-glucopyranosyloxy)-1 H-pyrazole instead of 4-[(4-isopro- 
> poxyphenyl)methyl)-5-methyl-3-(2,3,4,6-tetra-0-acetyl-fJ-D-glucopyranosyloxy)-1H-pyrazole. 

2 H 06 (3H, ( s)°242 (3H° 3 )°3 D 20-3 P 45'(4H, m), 3.55-3.75 (3H, m), 3.80-3.90 (1 H, m), 5.00-5.10 (1 H, m), 7.05-7.20 (4H, m) 

Example 44 

5- Ethvl-3-(&-D-glucopyranosvloxv)-4-[(4-methylthiophenvn-meth vl1-1 H-pyrazole 

[0075] The title compound was prepared in a similarmannerto that described in Example 35 using 5-ethyl-4-[(4-meth- 
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y ,thiopheny.)methya-3-^ 

nyl)methyl]-5-methyl-3-(2,3,4 ! 6-tetra-0-acetyl-^D-glucopyranosyloxy)-1H-pyrazole. 

^^SSSSSSS^. 2,7 PH. ^-SHZ). 3,5-3,5 (4H, m), 3,0-3.80 (3H, m), 3,0-3,0 (1H. m), 
5.00-5.10 (1H, m). 7.10-7.20 (4H,m) 

Example 45 

3. (p-D-GlucopyranosvloxvV4-[(4-isopropvlphenvl)mP th Y ll-5-methvl-1H-pyrazole 

rooTSl The title compound was prepared in a similar manner to that described in Example 35 using 4-[(4-isopropyl- 
phenyl)methyn-5-methyl-3-(2,3,4,6-tetra-Oacetyl-p-D-glucopyranosyloxy)-1H-pyrazole. 

l^TSS^STi. (1H, m), 3,5-3.45 (4H, m), 3.55-3,0 (4H, m), 5,0-5,0 (1H. m), 

7.00-7.15 (4H, m) 
Example 46 

3- (B-D-Glucopvran QSV loxv)-4-[(4-methvlthio P h e nvnmeth v l l -5-tri fluorom ethyl-1^pyra Z ole 

r00771 The title compound was prepared in a similar manner to that described in Example 35 using [W***^ 
Example 47 

4- Benzyl-3-(B-D-glucopyranosyloxy)-5-tritluoromethy l-1H-pyrazole 

T00781 The title compound was prepared in a similar manner to that described in Example 35 using 4-benzyl- 
sTs ^^ of W-.sopropoxypheny,) 

methyl]-5-methyl-3-(2,3,4,6-tetra-0-acetyl-fJ-D-glucopyranosyloxy)-1H-pyrazole. 

Example 48 

3.(B-D-GlucopYranosvloxvV4-r(4-methoxvphenyl)m ethvl1-5-trifluoromethyl-1H- P yrazoi9 

[0079] The title compound was prepared in a similar manner to that described in Example 35 
pro P o4henyl)methyn-5-methyl-3-(2,,,4etTa-C>acetyl-B-D-glucopyr a nosyloxy)-1H-pyrazole. 

3^-3^ 
7,5-7.15 (2H, m) 

Example 49 

3- (B-D-GlucopvranosvloxvV4-rf4-methoxvphenvnmethy l1-5-methvl-1H-pyrazole 

[0080] The title compound was prepared in a simi.ar mannerto that described in ^^f^^^ 
phen y l)-methyl]-5-met!;yl-3-(2,3,4,6-tetra-0-acet y l-B-D-gluco Py ranosyloxy)-1 H-pyrazole instead of 4-[(4-sopropoxy 
phen y l)meth y l]-5-meth y l-3-(2 l 3,4,6-tetra-0-acetyl-B-D-glucopyranosyloxy)-1H-pyrazole. 

m), 7.05-7.15 (2H, m) 
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4-Benzvl-3-(B-D-qlucoPVranosvloxv)-5-meth vl-1H-pyrazole 
3-(2,3,4,6-tetra-Oacetyl-p-D-glucopyranosyloxy)-1H-pyrazole. 

1H-NMR (500MHz, CD 3 OD) 6 ppm: fsH m ) 

2.05 (3H, s), 3.25-3.45 (4H, m). 3.60-3.90 (4H, m), 5.00-5.10 (1H, m). 7.05-7.25 (5H, m) 

Example 51 

^■ ([^-D-Glucopvrann R vl 0 x V V4-r(4-met h Q xv D henvl>methyll-1.5-dimethyl PY razole 

^ra^^™«*««* l ' M »« ,H ■'* MM ■ 1,,,,i, * t ' M " , "' 

m), 7.05-7.15 (2H,m) 
Example 52 

Example 5 



SwTSSHSSmS 3-30.3.50 <4H, * 3.30-3,3 <1H, * 3.7S-3.*, „H, 4,4 , 2 H, «..Hft 
5.25-5.35 (1H, m), 7.05-7.20 (4H, m) 

Example 54 

m), 4.00-4.10 (2H, m), 5.25-5.35 (1H, m), 7.05-7.20 (4H, nfl 
Example 55 

3-(S-D-Glucopvranosvloxv)-5-met h Y l-4-r(4-m e thvlphen V l)-methyll-1H- P yrazole 

[0086] 5 -Methy.-4-[(4-m e thylpheny.^ was 
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thyl-3-(2 3 4 6-tetra-0-acetyl-3-D-glucopyranosyloxy)-1 H-pyrazole. 

3^ HH. m) . ,5,3.00 HK * = 00-6,0 ( 1H. 5.05-7,5 HK 4 

Example 56 

4-f(4-EthvlphenYl)methvll-3-(&-D-QlucopvranosY loxY)-5-methvl-1H-pvrazole 
3 (23 4,6-tetra-0-acetyl-B-D-glucopyranosyloxy)-1 H-pyrazole. 

y^SSSSlmZ "7 PH. 3-T.6HZ,. ,4H, n* 3.55-3.0 ( 4H, nft 5.00-5,0 „H, 

6.95-7.20 (4H, m) 
Example 57 

3.(B-D-GI U copYrano S vloxv)-4-f(4-m6thvlphenvl)meth v l l -5- trifluorom ethyl-1H- P yfazole 

p"en^ mStead ° f 4 " K 

^SSJ^^^^i)! (1H, m), 3.70-3.90 (3H, m). 4.80-4.95 (1H, m). 8.90-7.1S (4H, m) 

5 

Example 58 

^- f ^-Fth Y l ph e nvhm e thvll-3-(& - n- a lucoPvranosvloxy)-5-trifluoromethyl-1H- P yrazole 
phe^ 



6.95-7.15 (4H, m) 
Example 5 



3-(B-D-Glucopyrano S vloxvV4-r(4-i S oproPvlPhenv0meth y l l - 5-trifluoro methyi-1H-pyrazole 
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of4-[(4-isopropoxyphenyl)methyll-5-methyl-3-(2,3,4,6-tetra-C>acetyl-p-D-glucopyranosylo^ 

7.00-7.15 (4H, m) 
Example 60 

4f4^hlorophenv^mP t hvlV3W8-D-glun o P vranosvloxv)-5-trifluoromethyl-lH-pyra Z ole 
Example 61 

a -( p-D-Glucopvran n S Y'"^-4-^-isopro poxvDhenvnm e thYll-5-methyl-1- P ropylpyrazole 

osyloxy)-4-[(4-isopropoxyphenyl)methyl]-5-methyl-1-propylpyrazole (28mg). 

L65-1.80 (2H. „0. 2.07 (3H, s), 3.25-3.45 (4H m). 3.55-3.75 (3H, m), 
3.75-3 S5 OH. m), 5.00-5,0 (1H, m), 6.70-6.80 (2H, m), 7.00-7,0 (2H, m) 

Example 62 

1-Ethvl-3-(p-D- qluco pvranosvloxv) -4-[(4-iso P ropYlph P nyl)-methyll-5-methylpyrazole 

[00 931 The tit.e compound was prepared in a similar manner to that described in Examp.e 61 using iodoethane 
instead of iodopropane. j-7 2Hz) 2.08 (3H, s), 3.25-3.45 (4H, m), 

7.00-7.10 (2H, m) 
Example 63 

1-Ethvl-3-(p-D-9lucoDvrano S vloxv)- 4-r(4-methoxvphenvl)-methyll-5-methylpyrazole 
powhenrtmelhvll-s-msthyl-l H-pyrazole and using Iodoethane ,ns«.ad ol .odopropane. 

■ jess tcss^w* «•*« w ■* «•«■ ' 9H ' ■* 382 ,m dd ' j=2 ,mh * 3 9Mo5 <2Hi 

m), 5.00-5,0 (1H, m) ; 6.70-6.85 (2H, m), 7.05-7.15 (2H, m) 
Example 64 

5 a . ^.n.GlucoDvranosv i™Y VHf*- met "^ 

[0095] The title compound was prepared in a similar manner to that described in Example 61 using 3-(p-D-g,ucop- 
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yra nosyloxy)-4-^ 
poxyphenyl)methyl]-5-methyl-1 H-pyrazole. 

XTTwTf^^. ■* <"» ' 3H - * 3 35-3.45 HH. 4. 3.60-3.75 (3H, m). 3.73 (3H, * 3.75-3.85 
fj" m) 3 BS^H * 5.00-5.10 <1H. m). 5.70-6.B5 (2H. m>. 7.00-7.1 5 (2H m) 

Example 65 

1-Ethvl-4-f(4- e th 0 x Y D henvnmethvll-3-(B-D-QlucopvrRnosyloxy)-5 -methyl P yrazole 
Snyl)methy.l-5-methyl-1 H-pyrazole and using iodoethane instead of ,odo P ro P ane. 

l^TSJ^Su 2 OH, s), 3.25-3.45 (4H, m), 3.55-3.75 (3H, m). 3.75-3.85 (1H, m). 

3.90-4.00 (4H, m). 5.00-5.10 (1H. m), 6.70-6.85 (2H, m), 7.00-7.15 (2H. m) 

Example 66 

4-f(4-Ethoxvphenyl)m e thvn-3-(B-D- qlucoDvr a nosvl 0 xvV5-methYl-1-propylpyrazole 
phenyl)methyl]-5-methyl-1H-pyrazole. 

iH-NMR(500MHZ u CD3OD) 8ppm: 2 07 (3H, s). 3.25-3.45 (4H, m), 3.55-3.75 (3H, m), 

^^Hidd^^ 

Example 67 

1-Ethvl-4-r(4-ethvl P henvl)methvn-3-(B-D-qlucopvranosyloxy)-5- m e thylpyrazole 

nyl)methyl]-5-methyl-1 H-pyrazole and using iodoethane instead of .odopropane. 

3.75-3.85 (1H, m), 3.90-4.00 (2H, m), 5.00-5.10 (1H, m), 7.00-7.15(4H, m) 
Example 68 

4-f(4-Ethvlphenvnmethvn-3-(B-D-qlucopvrano S ylo vy)-5-methyl-1-propvlpyrazole 

nyl)methyl]-5-methyl-1 H-pyrazole. 

3.60-3.95 (6H, m), 5.00-5.10 (1H, m), 7.00-7.15 (4H, m) 

i 

Example 69 

1 .RMt Y i^-f^n- qlucoDvr a nosvloxv)-4-r(4-isopropox V ph R nyl)-methy l1-5-m e thylpyrazoi e 

5 [0100] The titie compound was prepared in a similar manner to that described in Example 61 using bromobutane 
instead of iodopropane. 

^ToH^HzTSl^H..,. 1.50-1.75 (2 H. m) . 2 .07 ,3H, S) . 3,5-3.45 <4H. 3.55-3.75 ,3H. m) , 3,1 
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(1H,dd, J =2.M2.0H Z ),3.91(2H,t,J=7.2Hz),4.45-4.55(1H,m > 5.00^ 
m) 

Example 70 

^^lucopyran^^ 

[0 101] Thetitlecompoundwaspreparedinas^^ 
instead of iodopropane. 

Test Example 1 

Assay for inhibitory effect on human SGLT2 activity 

1) Construction of the plasmid vector expressing human SGLT2 

derived from human kidney (On gene) with oligo dT as the JTJ^J * ' * J tne pcR reac ti on . in 
co-BRL: ^TECHNOLOGIES^ nudeotides 
which the human kidney cDNA library *-^^^ n ^^^ UMd as the primers. The amplified DNA 

LB agar medium containing 50 ug/mL of kanamyon . Afte r plasm* I DNA ^ e ^«° P pcR reactjon in which 

medium containing 50 ng/mL of '^^^J^^^^!^^ pcDNA3.1 (-) Myc/His - B was 
base sequence of the DNA fragment ^^^^Cl^ln^ was substituted by GTC) 



KL29. 

Sequence Number 



ATGGAGGAGCACACAGAGGC 
Sequence Number 2 GGCATAGAAGCCCCAGAGGA 
Sequence Number 3 AACCTCGAGATGGAGGAGCACACAGAGGC 
Sequence Number 4 AACAAGCTTGGCATAGAAGCCCCAGAGGA 
Sequence Number 5 KLGPEQKL I SEE DLN S AVDHHHHHH 
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2) Preparation of the cells expressing transiently human SGLT2 
[0103, KL29, the p.asmid expressing human SGLT2, 

RCB0539) by electroporation. Eleetroporation was performed^ wth ^ , medium (Gibco-BRL: 

LIFE TECHNOLOGIES) in the 0.4 cm type cuvette. After ■** gene ^^^^ 125 ^ of1hl8 i J , lauBp . n8k) n 
andresuspendedw.thOPT.-MEM. m ed,M 

was added. After overnight culture at 37 C under 5 h CU 2 , i^o jil _° TECHNOLOGIES). 100 ug/ 

glucopyrenoside. 

3) hwnm of the inhibitory aetrvity agaihst the uptake ot melhyl-a-D-glucopyranosios 
[01M1 Metateate—wyo— 

aminomethane) was added, and the cells were incubated « :9f o ^ ^ buffer 

removed, 200 ^ of the same buff er was ad^ 

for measurement was prepared by adding of 7 uL of methyl a I W mea surement without test compound was 
tech) to 525 pL of the prepared test sample. For ^tcompoun^and sodium, the buffer for measurement 

prepared. For estimate of the basal uptake in ^^^^^J^Sb, was prepared similarly. After 

inge, the ceils were .olubilized by abditioh .175 ^."^SSSe^^SSea* well, the radioactivity 
The results are shown in the following Table 1 . 



Test compound 


IC50 value (nM) 


Example 35 


181 


Example 36 


441 


Example 37 


346 


Example 38 


702 


Example 39 


185 


Example 43 


84 


Example 44 


509 


Example 45 


441 


Example 46 


679 


Example 48 


415 
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[Table 1] (continued) 



Test compound 


ICgo value (nM) 


Example 49 


383 


Example 52 


835 


Example 55 


280 


Example 56 


190 


Example 58 


634 


WAY-1 23783 


>1 00000 



Test Example 2 

Assay for the facilitatory effect on urinary glucose excretion 
Method A) 

concentration. 
Method B) 

concentration and body weight. 

The results are shown in the following Table 2. 
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[Table 2) 



Test compound 


Method 


Dose (mg/kg) 


Amount of Urinary Glucose Excretion (mg) 


Example 35 


B 


0.1 


— 


1 


74 


10 


188 


Example 45 




1 


22.1 


3 


83.2 


10 


153.3 


B 


0.1 


2 


1 


45 


10 


132 



Test Example 3 
Acute toxicity test 



administration. 
Method B) 

mL suspension was prepared. As expe^ernal anm»l j ^ ™ e teofage ™» neous , adm , n | s , e ,ed 

until 24 hours after the administration. 

[0109] The results are shown in the following Table 3. 



Test compound 


Method 


Death number 


Example 35 


B 


0/5 


Example 45 


A 


0/5 



Industrial Applicability 

[0110] Theglucopyranosy.oxybenzy.benzenederivativesrepresentedbytheabove 
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1 . A glucopy ranosyloxypyrazole derivative represented by the general formula: 

R 1 

wherein * represents a hydrogen atom or a lower alky, group; one of Qi and V represents a group represented 
by the formula: 



HO^"Y""« 



'''OH 

OH 

while the other represents a lower alkyl group ora halo(loweralkyl) group; R 2 represents a hydrogen atom a lower 
XfgJoup a lower alkoxy group, a lower alky.thio group, a halo(.ower alky.) group or a halogen atom, or a phar- 
maceutically acceptable salt thereof. 
2. A glucopyranosyloxypyrazole derivat^e as claimed in claim 1 , represented by the general formula: 



30 




ir ein R« represents a hydrogen atom or a straight-chained or branched alkyl group having 1 to : 
of qii and T 11 represents a group represented by the formula: 




wnlla the other represents a straightened o, orancbed aikyl group having , to Scrtoj ^ 

— b^tr^^^ 

or a pharmaceutically acceptable salt thereof. 

A glucopyranosyloxypyrazole derivative as claimed in claim 1 , represented by the general formula: 
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wherein R« represents a hydrogen atom, an ethyl group, a propyl group or an isopropyl group; one of Q« and 
10 T 12 represents a group represented by the formula: 



OH 



while the other represents a methyl group; and R 22 represents an ethyl group, an ethoxy group, an isopropoxy 
group or a methytthio group, or a pharmaceutical^ acceptable salt thereof. 

A pharmaceutical composition comprising as an active ingredient a glucopyranosyloxypyrazole derivative as 
claimed in claim 1 , 2 or 3, or a pharmaceutically acceptable salt thereof. 

A pharmaceutical composition as claimed in claim 4 wherein the composition is a human SGLT2 inhibftor. 

A pharmaceutical composition as claimed in claim 4 wherein the composrtion is an agent for the prevention or 

treatment of diabetes. 

. A pharmaceutical composition as claimed in claim 4 wherein the composttion is an agent for the prevention or 
treatment of obesity. 



8. A glucopyranosyloxypyrazole derivative represented by the general formula: 




wherein R1 represents a hydrogen atom or a lower alkyl group; one of Q 2 and T* represents a 2,3 4,6- tetra-O- 
ace^-p-D-g.ucopyranosy.oxy group, while the other represents a lower alkyl group or a ha o( lower alky.) group 
S r 2 represents a hydrogen atom, a lower alkyl group, a lower alkoxy group, a lower alkylthio group, a halo 
(lower alkyl) group or a halogen atom, or a salt thereof. 

9. A benzylpyrazole derivative represented by the general formula: 
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wherein R* represents a lower alky, group, a lower a.koxy.group, a lower a.kylthio group, a ha.o(lower alky.) group 
or a halogen atom; and R* represents a lower alkyl group, or a salt thereof. 



28 



EP 1 213 296 A1 



INTERNATIONAL SEARCH REPORT 



Intonation*! application No. 

PCX/ JPOO/ 05678 



< af!S* n SSiS/S ,, S™31/«. ASXK31/7056. A61P3/04. 3/10 



^^^If^^^iZVn^!^^^^^^' 3/10 



DOCUME NTS CONSIDERED TO BE RELEVANT 
Citation of document, with ! 



OS, 524111, A (Department ot ^dlclnax ^nem^y ~ 
Analytical Chemistry) , 28 Decker, 1993 (28.12.93) 
& US, 5264451, A 

US, 5264451, A (American Hone Products Corp.), 
23 Noveaber, 1993 (23.11.93) 
fc US, 5274111, A 

(ACS). CColunbuS, OK, USA J , Off. 94 : 47172 

peercb B.E". . 'Molecular mechanism ^J^^fSSSSL 

^iiSSTSS^S. AMBRICAN W SOCIBW 
w£V (Columbus, OH, USA) , OH. 118 : 228571 



Relevant to cbim No. 




Fonn PCT/ISA/2tO(SBoaffil sheet) (Wy 1992) 



29 

BEST AVAILABLE COFY 



